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Remarks 

Claims 1 , 3 and 6-9 were pending in the subject application. By this Amendment claim 1 has 
been cancelled, claim 8 has been amended, and new claim 10 has been added. Therefore, claims 3 
and 6-10 are before the examiner for consideration. Support for these amendments can be found 
throughout the subject specification including, for example, at page 4, lines 14-22. In view of the 
amendments to the claims and the remarks below, favorable consideration of the claims now 
presented is earnestly solicited. 

The applicants wish to thank the Examiner for the courtesy of the telephonic interview on 
October 11, 2002 and the indication that the finality of the current Office Action has been 
withdrawn. 

As an initial matter, the Applicants are enclosing herewith a copy of an Information 
Disclosure Statement and Form PTO-1449 that were submitted to the Patent Office on October 12, 
2001 in the subject application. It is respectfully requested that the Examiner indicate consideration 
of the cited references by returning a copy of the attached form PTO-1449 with initials or other 
appropriate marks. 

Claim 8 has been objected to due to an inadvertent omission of the phrase "an excretory 
product." By this amendment claim 8 has been amended to include the phrase "an excretory- 
secretory product," thereby making this claim consistent with the other claims and rendering this 
objection moot. 

Claim 3 has been objected to under 37 CFR 1 .75 as being a substanfial duplicate of claim 1 . 
The applicants wish to thank the examiner for bringing this error to the applicants' attention. It is 
noted that in the Amendment filed June 19, 2002, claim 3 was erroneously copied as claim 1 . By 
this Amendment, the applicants have canceled claim 1 and have added new claim 1 0 (corresponding 
to previous claim 1), thus rendering moot this objecfion under 37 CFR 1.75. 

Claims 1 , 3, 8 and 9 have been rejected under 35 U.S.C. § 1 02(b) as being anticipated by or, 
in the alternative, under 35 U.S.C. §103(a) as obvious over WO 95/12615. These claims are drawn 
to a purified product, and its use to treat inflammation. The applicants respectfully traverse this 



S; Sll-R[;SP GJi: GJF.2 G.ir-73-2AMl:N».[)OC DNB la 



4 Docket No. GJE-73 

Serial No. 09/889,256 

grounds of rejection because WO '615 does not teach or suggest a purified product having the 

advantageous characteristics of the product claimed by the current applicants. 

The virtually infinite number of compounds produced by microbes, plants and animals 

provide tremendous opportunities for discovering new compounds (natural products) with highly 

beneficial functions. Natural product compounds with unexpected and valuable pharmaceutical 

properties have been isolated over the years from bacteria, molds, yeast, algae, sponges, yew trees 

and other plants, and the blood of a wide range of animals. One potential source of useful natural 

products is the hookworm. The hookworm, like other animals (and even unicellular microbes), 

produces a vast array of compounds. Thus, finding and purifying a useful natural product from the 

hookworm is much like the proverbial search for the needle in the haystack, except that, in this case, 

there may be a few useful needles in the haystack. Unfortunately, there is no way of knowing in 

advance how many needles there are, what they look like, or what they do. Thus, to find one with a 

useful (and unique) activity is truly a great achievement. This is what the current applicants have 

done. The unique and advantageous contribution of the subject invention is the identification of an 

excretory-secretory product that can be isolated from Necator Americanus, is capable of inducing 

apoptosis in reactive T-cells, and can be used for the treatment of inflammation and cancer. 

Thus, the current applicants have unexpectedly identified unique and advantageous materials 

and methods for treating cancer and inflammation using an excretory-secretory (ES) product isolated 

from Necator americanus. The applicants respectfully submit that WO '61 5 provides no teaching or 

suggestion of a product having these unique and advantageous properties. 

It is a basic premise of patent law that, in order to anticipate, a single prior art reference must 

disclose within its four comers, each and everv element of the claimed inventi on. In Lindemann v. 

American Hoist and Derrick Co., 221 USPQ 481 (Fed. Cir. 1984), the court stated: 

Anticipation requires the presence in a single prior art reference, disclosure of each 
and everv element of the claimed invention, arra nged as in the claim. Connell v. 
Sears Roebuck and Co., 722 F.2d 1542, 220 USPQ 193 (Fed. Cir. 1983); SSIH 
Equip. S.A. V. USITC, 718 F.2d 365, 216 USPQ 678 (Fed. Cir. 1983). M deciding the 
issue of anticipation, the [examiner] must idenfify the elements of the claims, 
determine their meaning in light of the specification and prosecution history, and 



S:,SH-RESP.GJH GJH2 GJE-73-2AMHN[).I)OC-/nNB/la 



r Docket No. GJE-73 

Serial No. 09/889,256 

identify corresponding elements disclosed in the allegedly anticipating reference. 
SSIH, supra; Kalman [v. Kimberly-Clarke, 713 F.2d 760, 218 USPQ 781 (Fed. Cir. 
1983)] (emphasis added). 221 USPQ at 485. 

WO '615 only mentions a crude preparation from Necator americanus that is an 
"antihaemostatic agent." Thus, WO '6 1 5 does not disclose any purified product, and certainly does 
not disclose a purified product that is apoptotic and can be used to treat cancer and inflammation. 
Thus, in accordance with long-established legal precedent, an anticipation rejection is not proper. 

The WO '6 1 5 reference suggests that the composition described therein could be used to treat 
thrombotic disorders. Thrombosis is the formation of a blood clot (or "thrombus") in a blood vessel. 
In marked contrast, inflammation is a localized, bodily response to injury or irritation, often 
characterized by pain, swelhng, redness, and even loss of function. WO '615 discloses a 
composition that interrupts the clotting cascade by inhibiting Factor Xa activity (see pp.8-9 of WO 
'615). Factor Xa is produced by the liver and is a primary factor of the clotting cascade. In contrast, 
the present invention claims a product that induces aptotosis and can be used to treat inflammation. 
Thrombosis does not necessarily occur as a result of inflammation; nor does inflammation 
necessarily occur as a resuh of tlirombosis. The treatment of thrombosis disclosed by WO '615 
occurs as a result of an entirely distinct physiological mechanism compared to the apoptotic effect of 
the current invention. Thus, there is no basis for equating the treatment of thrombosis with the 

treatment of inflammation. 

The Office Action suggests that the claimed compounds "inherently" have the properties of 

the WO '615 composition (or vice versa). Under the Patent Laws, a prior art rejection based on 

inherency is proper only if the prior art necessarily resulted in the claimed subject matter. In re King, 

801 F.2d 1324, 1326, 231 USPQ 136, 138 (Fed. Cir. 1986). Further, 

The doctrine of inherency is available on]y when the prior inherent event can be 
established as a certainty . That an event may result from a given set of 
circumstances is not sufficient to establish anticipation ... .A prior inherent event 
cannot be established based on speculation, or where a doubt exists (emphasis 
added). Ethyl Molded Product Co. v. Betts Package Inc., 9 USPQ2d 1001, 
1032-33 (E.D. KY 1988). 
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It cannot reasonably be stated that treatment of thrombotic disorders necessarily treats 
inflammation. Thus, the Office Action falls short of meeting the legal requirements for basing an 
anticipation rejection on inherency. 

The purpose of 35 U.S.C. §102 is to prevent the granting of a patent which would remove 
from the public something that has already been placed in the public domain. It is clear from the 
foregoing remarks that, at the time of the subject invention, the public was not in possession of the 
applicants' unique compounds, nor was the skilled artisan in possession of a method of using these 
compounds for the treatment of inflammation. Accordingly, the applicants respectfully request 
reconsideration and withdrawal of the prior art rejection of claims 1, 3, 8, and 9 under 35 U.S.C. 
§ 102(b). 

With regard to the issue of obviousness, nothing in the WO '61 5 reference would have led 
the skilled artisan to the advantageous materials and methods claimed by the current applicants. As 
noted above, no physical or functional similarities exist between the current applicants' purified 
product and the composition described in the WO '615 reference. 

A finding of obviousness is proper only when the prior art contains a suggestion or teaching 
of the claimed invention. Here, it is only the applicants' disclosure that provides such a teaching, and 
the applicants' disclosure cannot be used to reconstruct the prior art for a rejection under 35 U.S.C. 
§103. This was specifically recognized by the CCPA in In re Sponnoble, 56 CCPA 823, 160 USPQ 
237, 243(1969): 

The Court must be ever alert not to read obviousness into an invention on the basis of 
the applicant's own statements; that is we must review the prior art without reading 
into that art appellant's teachings. In re Murray, 46 CCPA 905, 268 F.2d 226, 112 
USPQ 364 (1959); In re Sprock, 49 CCPA 1039, 301 F.2d 686, 133 USPQ 360 
(1962) The issue, then, is whether the teachings of the prior art would, m and of 
t hemselves and without the benefi t, of appellant's disclosure, make the invention as a 
whole, obvious. In re Leonor, 55 CCPA 1 198, 395 F.2d 8^1 ,158 USPQ 20 ( 1 968). 
(Emphasis in original) 

The mere fact that the purported prior art couM have been modified or applied in a manner to 
yield applicant's invention would not have made the modification or application obvious unless the 
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prior art suggested the desirability of the modification. In re Gordon, 221 USPQ 1125, 1 127 (Fed. 
Cir. 1 984). Moreover, as expressed by the CAFC, to support a §1 03 rejection, "[b]oth the suggestion 
and the expectation of success must be founded in the prior art ...."/« re Dow Chemical Co., supra 
at 1531. In the WO '615 reference, one finds neither. Accordingly, the applicants respectfully 
request reconsideration and withdrawal of the rejection of claims 1 , 3, 8 and 9 as obvious in view of 
the WO '615 reference. 

Claims 1 , 3, 8 and 9 have been rejected under 35 U.S.C. §1 02(b) as anticipated by or, in the 
alternative, under 35 U.S.C. §1 03(a) as obvious over Brophy et al. The applicants respectfully 
traverse this ground for rejection because Brophy et al. do not disclose or suggest the current 
applicants' product, or its use in treating inflammation. 

Brophy et al. discloses products that are glutathione-s-transferases. There is no reason to 
believe that there is any similarity between the currently-claimed product and the Brophy et al. 
compounds. The claimed compounds do not have glutathione-S-transferase activity. Also, there is 
no reason to believe that the Brophy et al. products are capable of inducing apoptosis in reactive T- 
cells. Nor do Brophy et al. suggest that their compounds could be used in the treatment of 
inflammation. 

As noted above, for an anticipation rejection to be proper, a single prior art reference must 
disclose, within its four comers, each and every element of the claimed invention. In Dewey & Almy 
Chem. Co. v. Mimex Co., Judge Learned Hand wrote: 

No doctrine of the patent law is better established than that a prior patent ... to be an 
anticipation must bear within its four comers adequate directions for the practice [of 
the subsequent invention] . . . if the eariier disclosure offers no more than a starting 
point ... if it does not inform the art without more how to practice the new invention, 
it has not correspondingly enriched the store of common knowledge, and it is not an 
anticipation. 124 F.2d 986, 990; 52 USPQ 138 (2"^* Cir. 1942). 

In the current case, Brophy et al. do not disclose, explicitly or inherently, an excretory- 
secretory product that is capable of promoting apoptosis, nor do they disclose any method for treating 
inflammation. Therefore, in accordance with applicable legal precedent, as discussed above, the 
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applicants respectfully submit that the anticipation rejection of claims 1, 3, 8 and 9 should be 
withdrawn upon reconsideration. 

Also, with regard to obviousness, because Brophy et al describe an entirely different product 
than what is being claimed by the current applicants, there is no teaching provided by Brophy et al. 
that would, or could, lead the skilled artisan to the particular advantageous materials, or uses, 
claimed by the current applicants. Accordingly, the applicants respectfully request reconsideration 
and withdrawal of the rejection of claims 1, 3, 8 and 9 as being obvious under 35 U.S.C. §103 in 
view of Brophy et al 

Claims 1 , 3, 8 and 9 have been rejected under 35 U.S.C. §1 03(a) as being unpatentable over 
WO 95/12615 and Brophy et al.^ in view of Kalinkovich et al. The shortcomings of the WO '615 
reference and the Brophy et al reference have been discussed above. The Kalinkovich citation does 
not cure the defects of the primary references, or otherwise provide the necessary teachings to enable 
or even motivate a person skilled in the art to identify an excretory-secretory product that is capable 
of inducing apoptosis. 

The Office Action notes that T-cell apototosis has been observed in individuals infected with 
Necator americanus. However, such an observation falls far short of providing the necessary 
teachings to arrive at the conclusion that the applicants' claims are obvious. The applicants are 
claiming a specific purified material, and its use to treat inflammation and cancer. The fact that 
apoptotic cells are found in hookworm-infected people does not establish, or even imply, that 
hookworm products have apoptotic effects. Apoptotoic cell death is a natural progression of many 
immune responses; therefore, apoptosis in infected individuals may well be the result of activation of 
the immune system rather than any effect of a hookwonri product. Clearly, this teaching does not 
point to an excretory-secretory product, as currently claimed, with the advantageous properties as 
identified herein. 

As noted above, for an obviousness rejection to be proper, the prior art must provide 
motivation that leads to the claimed invention, and a reasonable expectation of success. An assertion 
of obviousness with the required suggestion or expectation of success in the prior art is tantamount to 
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using the applicants' disclosure to reconstruct the prior art to arrive at the subject invention. 
Hindsight reconstruction of the prior art cannot support a §103 rejection, as was specifically 
recognized by the CCPA in In re Sponnoble, 56 CCPA 823, 160 USPQ 237, 243 (1969). 

In the current case, the cited references provide no reasonable motivation to even look at 
hookworms as a source for anti-inflammatory or anti-cancer agents. Certainly there is no teaching of 
the particular excretory-secretory product claimed by the current apphcants. Accordingly, the 
applicants respectfully request reconsideration and withdrawal of the rejection of claims 1 , 3, and 8-9 
under 35 U.S.C. §103 based on WO '615, Brophy et al and Kalinkovich. 

Claims 1 , 3 and 6-9 have been rejected under 35 U.S.C. §1 02(e) as anticipated by or, in the 
alternative, under 35 U.S.C. §1 03(a) as obvious over Vlasuk et ai The applicants respectfully 
traverse this grounds for rejection because Vlasuk et al do not disclose or suggest the material 
claimed by the current applicants, or its use to treat inflammation or cancer. 

As noted above, an anticipation rejection is proper only when a single reference discloses all 
of the elements of the claimed invention. Vlasuk et al only disclose an anticoagulant protein 
obtained from nematodes. There is no disclosure of the applicants' material that has apoptotic 
properties. Furthermore, Vlasuk et al do not disclose that their product can be used to treat cancer. 
Cancer is referred to in column 38 line 15 of the Vlasuk et al reference as a condition that causes 
abnormal thrombosis; thus, the protein disclosed in Vlasuk et al may be used to treat the thrombosis, 
but not the cancer. 

Because the Vlasuk et al reference does not disclose, within its four comers, the subject 
matter as claimed in the current application, an anticipation rejection under 35 U.S.C. §102 is not 
proper. Furthermore, there is nothing in the Vlasuk et al reference that would suggest the 
characteristics, or even the existence, of a hookworm compound having anti-inflammatory or anti- 
cancer activity. Without such a teaching the current applicants' claims to an excretory-secretory 
product with anti-inflammatory and anti-cancer activity cannot be obvious. Accordingly, the 
applicants respectfully request reconsideration and withdrawal of the prior art rejections based on the 
Vlasuk et al reference. 
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In view of the foregoing remarks and the amendments above, the applicants believe that the 
currently pending claims are in condition for allowance, and such action is respectfully requested. 

The Commissioner is hereby authorized to charge any fees under 37 CFR §§1 .16 or 1 .17 as 
required by this paper to Deposit Account No. 19-0065. 

The applicants also invite the Examiner to call the undersigned if clarification is needed on 
any of this response, or if the Examiner believes a telephone interview would expedite the 
prosecution of the subject application to completion. 

Respectfully submitted, • 

David R. Saliwanchik 
Patent Attorney 
Registration No. 3 1 ,794 
Phone; 352-375-8100 
Fax No.: 352-372-5800 
Address: 2421 N.W. 41st Street, Suite A-1 
Gainesville, FL 32606-6669 

DRS/la 

Attachments : Petition and Fee for Extension of Time; 

Marked-up Version of Amended Claims; and 
Copies of documents cited in IDS 
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Marked-up Version of Amended Claim 



Claim 8 (twice amended) : 

A method for treating inflammation wherein said method comprises administering, to a 
mammal in need of such treatment, an effective amount of an excretory-secretory prod uct isolatable 
from Necator americanus, capable of inducing apoptosis in reactive T-cells. 
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